Dear Editor:

We are very pleased to learn from your letter about revision for our
manuscript [Manuscript ID: 54243, “Early-Onset Refractory Diarrhea of
Immune Dysregulation, Polyendocrinopathy, Enteropathy, X-Linked (IPEX)
Syndrome Associated with a Novel Mutation in the FOXP3 Gene: A case
report”]. Thank you for your attention and the reviewers for their helpful
comments. We have revised the manuscript according to the comments from
the reviewers. In addition, the figures of editable are in the PowerPoint
document. Below are our responses to the reviewer’s comments.

Yours sincerely,

Riling Chen

Responds to the reviewer’s comments:

1. #How many mutations have been reported so far about IPEX syndrome?
The presently discovered mutation is the 3rd, or 4th , or 10th, or whatever?
Please make a table showing every mutation of IPEX syndrome reported so

far, including the present one.

Response: 99 mutations have been reported so far about IPEX syndrome

(Table 1). This report mutation is the 100th.

2. There are a few careless grammatical mistakes: ex. Figure 1, figure legend:

the point inside the circle indicate> the point inside the circle indicates.

Response: Thank you for pointing out my mistake. The “the point inside the
circle indicate” in figure legend of the Figure 1 had be revised “the point
inside the circle indicates”. Revised portion are marked in red in the

manuscript.



Tablel FOXOP3 mutations in reported IPEX patients

Number Domain Exon or Mutation Amino References
Intron acid
change
1 Non-codi Intron g.(—)6247_(—)4859d NA Gavin et al, 2006[!]; Torgerson
ng -1 el et al, 200712, Moes et al,
20108l
2 Non-codi Intron g.—1121T>G NA Moes et al, 20100]
ng -1
3 Non-codi Intron c.—23G>A NA Sheikine et al, 2015[4]; Bis et
ng -1 al, 2015051
4 Non-codi Intron c.—23+1G>T NA Kadakia et al, 201916
ng -1
5 Non-codi Intron c.1_23G>T NA Kobayashi et al, 20111"]
ng -1
6 Non-codi Intron1 c.1_7G>T NA Myers et al, 2006(8]
ng
PRR Exon1 c.2T>C p-MIT Gambineri et al, 200891
8 PRR Exon1 c.3G>A p-Mil Bacchetta et al, 200610
Gambineri et al, 200891
9 PRR Exon1 c.151C>T p-R51X Shanes et al, 2019111
10 PRR Exon1 c.200G>T p-Q70H Heltzer et al, 2007[12; Yong et
al, 2008131
Non-codi Intron1 c.201+1G>A NA Bae et al, 2011[14]
ng
11 Non-codi Intron1 c.210_210 NA Gavin et al, 2006(11;
ng +1delGG>AC d’Hennezel et al, 2012015]
12 Non-codi Intron1 c.210+1G>A NA Tsuda et al, 2010016
ng
13 Non-codi Intron1 c.210+1G>T NA Otsubo et al, 201107, Lin et
ng al, 2018018l
14 Non-codi Intron1 c.210+1G>C NA Fontenot et al, 2003019
ng Passerini et al, 2019201
15 Non-codi Intron1 c.210+2T>G NA Gambineri et al, 20080l
ng Passerini et al, 2011211
16 Non-codi Intron1 ¢.210+2delT NA Burroughs et al, 20101221
ng
17 PRR Exon 2 c.227delT p-L76Qfsx5 Kobayashi et al, 2001123];
3 Owen et al, 2003[24];

Fuchizawa et al, 2007125];
Rubio-Cabezas et al, 2009126];
Otsubo et al, 2011027];
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Lz

Lz
Lz

Lz

Lz

Lz

Lz

Lz

Exon 2

Exon 3

Exon 3

Exon 3

Intron3

Exon 5

Exon 5

Exon 5

Exon 5

Exon 5
Exon 6

Exon 6

Exon 6

Intron 6

Intron 6

Intron 6

Exon7

Exon7

Exon7

Exon7

Exon7

Exon7

¢.303_304delTT

¢.319_320delTC

c.323C>T

c.398C>T

c.454+4A>G

c.542G>A

c.543C>T

c.560C>T

c.560C>T

¢.600delGGA
c.694T>G

c.725T>C

c.727delG

c.736-1G>A

c.736-2A>C

c.736-2A>G
c.748_750delAAG

c.748_750delAAG

c.749del A

¢.750-752delGGA

c.751_753del

¢.751_753delGAG

p-F102Hfs*
103
p-Ser107/
Asnfs*204
p-T108M
p-P133L
NA

p.SI81A
p.S181S

p.FI87L
p.P187L

p.AE201
p.C232G

p.L242P

p-Glu243Se
rfs*11
p-L246_V2
72del

NA

NA
p-K250del

p.AL250

p-Lys250A
rgfs*4
p-Glu251d

el

p-Glu251d
el

P.E251del

Kobayashi et al, 20117};
Duclaux-Loras et al, 20151271
Rao et al, 20071285, Moudgil et
al, 20071291

Xavier-da-Silva et al, 2015[30]

De Benedetti et al, 2006131
Wang et al, 2018132]
De Benedetti et al, 2006131

This report

Wildin et al,  200283];
Gambineri et al, 20080 ;
Zennaro et al, 2012034
Halabi-Tawil et al, 20091351
Patey-Mariaud de Serre et al,
20098361; Moes et al, 20108]
Chatila et al, 2000371

Okou et al, 2014138

2008071
Passerini et al, 2011[21]; Baris
et al, 20141039]

Louie et al, 2017140

Gambineri et al,

Halabi-Tawil et al, 20091351

Chen et al, 2016411

Park et al, 2015[42]

Wildin et al, 2002123]; Lopes et
al, 200643]; Hashimura et al,
200944]; Otsubo et al, 2011[17]
Wildin et al, 2002[33]; Li et al,
20071451,  d’Hennezel et al,
2012015]; Luo et al, 2018146}
Louie et al, 2017140

Gavin et al, 200601, Moes et
al, 20108]; Baris et al, 20143,
Dong et al, 20181471

Rodrigo et al, 20130431

Halabi-Tawil et al, 20095];
Patey-Mariaud de Serre et al,
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ng
Non-codi
ng
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ng
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Non-codi
ng
LZ-FKH
loop
LZ-FKH
loop
LZ-FKH
loop
LZ-FKH
loop
Non-codi
ng
Non-codi

ng

Non-codi
ng
Non-codi
ng
LZ-FKH
loop
LZ-FKH
loop

LZ-FKH
loop

LZ-FKH
loop

Exon7

Exon7

Exon7

Intron 7

Intron 7

Intron 7

Intron 7

Intron 7

Exon 8

Exon 8

Exon 8

Exon 8

Intron 8

Intron 8

Intron 8

Intron 8

Exon 9

Exon 9

Exon 9

Exon 9

¢.751_753delCAG

c.758T>C
c.767T>C
c.816+2delT

c.816+4A>G

c.816+5G>A

c.816+7G>C

c.817-1G>A

c.817G>T

c.876A>G

c.906delT

c.935G>A

c.967+3A>T

c.967+4A>G

€.968-20A>C

c.968+4A>G

g.11628T>C

c.970T>C

c.972C>T

¢.1009C>T

p-E251del

p-L253P
p-M256T
NA

NA

NA

NA

NA

p.A2735

p.D303fs*8
7
p.R312H

NA

NA

NA

NA

p.F324L

p.F324L

p.F324L

p.R337X

200913¢]; Moes et al, 20108]
Sheikine et al, 2015[4]

Nademi et al, 2014491
Dong et al, 2018[47]

Passerini et al, 2011[21]

Harbuz et al, 2010150]

Gambineri et al, 2008P];
Baris et al, 2014B9]; Nademi et
al, 20140491

Burroughs et al, 2010[2;
Tsuda et al, 20100¢]; Harbuz
et al, 2010150]

Heltzer et al, 2007112

Tsuda et al, 2010116

Nademi et al, 20141491

Shehab et al, 20171511

Wang et al, 20181321

Zhu et al, 2018521

Chatila et al, 200087
Gambineri et al, 20080;
Passerini et al, 2011[21]

Bindl et al, 2005[53]

Gambineri et al, 200801

An et al, 20110541

Bacchetta et al, 2006[10];

Gambineri et al, 20080
McMurchy et al, 2010155]

Bacchetta et al, 2006[10];
Gambineri et al, 20080
d’Hennezel et al, 2012[15]
Reichert et al, 2015156
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loop
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FKH

Exon 9

Exon 9

Exon 9
Exon 9

Exon 9

Exon 9

Exon 9

Exon 9

Intron 9

Intron 9

Intron 9

Exon 10

Exon 10

Exon 10

Exon 10

Exon 10
Exon 10

Exon 10

¢.1009C>T

c.1010G>A

c.1010G>A
c.1015C>T
c.1015C>G

c.1033C>T

¢.1037T>C

c.1040G>A

c.1044+4A>G

c.1044+459A>G

c.1045-3C> G

c.1061delC

¢.1080-1081insA

c.1087A>G

¢.1099T>C

¢.1099 T>G
¢.1100T>G

c.1101C>G

p-A337T

p-R337Q

p.A337G
p.P3395
p.P339A

p.L345P

p.1346T

p.R347H

p-E323Gfs
X14

NA

NA
p-P354Q
p-N361Kfs
X2
p1363V

p.F367L

p.P367V
p.F367C

p.F367L

Rae et al, 2015057]

Rubio-Cabezas et al, 2009[26];
Savova et al, 2014[58]; Sheikine
et al, 20154, Tuijnenburg et al,
2017159]; Hoshino et al, 2019[60]
Savova et al, 2014158]

Agakidis et al, 20191611
Gambineri et al, 2008P];
Rubio-Cabezas et al, 20091261,
Passerini et al, 2011[21]; Moes
et al, 201001

Vasiljevic et al, 2015062;
Shehab et al, 2017151]

Passerini et al, 2011[21];
Nademi et al, 2014[49]

Wildin et al,  2002B3];
Gambineri et al, 20080);
Scaillon et al, 20096];
McMurchy et al, 201005];
Passerini et al, 2011[21]; Seidel
et al, 2016[64; Hoshino et al,
2019060];  Yamauchi et al,
20191631

Chatila et al, 200067];
d’Hennezel et al, 2012[15]
Wildin et al, 2002(33]

Costa-Carvalho et al, 2008!66]

Heltzer et al, 2007[12]; Yong et
al, 2008131

An et al, 2011654, d’'Hennezel
et al, 2012015]

Kobayashi et al, 20012
Lopes et al,  2006[4];
McMurchy et al, 2010155]
Suzuki et al,  2007067];
Colobran et al, 20161681
Colobran et al, 20161681
Patey-Mariaud de Serre et al,
2009136]

Suzuki et al, 200707;
Halabi-Tawil et al, 2009135
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FKH
FKH
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Exon 10

Exon 10

Exon 10

Exon 10

Exon 10

Exon 10

Exon 10
Exon 11

Exon 11

Exon 11

Exon 11

Exon 11
Exon 11

Exon 11

c.1110G>A

c.1113T> G

c11171T>G

c11177>G

¢.1117-1118delTT>
GC

c.1121T>G

c.1139C>T
c.1150G>A

c.1157G>A

c.1169G>A

c.1189C>T

c.1189C>T
c.1190G>A

c.1190G>A

pM3701

p-F371C

p.F373V

p.P373V

p.F373A

p.F374C

p.T3801
p.A384T

p.R386H

p.S390N

p-R397TW

p.A397T
p.A397Q

p.R397Q

An et al, 2011154]

Wildin et al, 2001[¢%; Baud et
al, 2001[™]; Patey-Mariaud de
Serre et al, 20093¢]

Tanaka et al, 200571
Fuchizawa et al, 2007125;
d’Hennezel et al, 2012[15]
Fuchizawa et al, 200712);
Otsubo et al, 2011[17]
Bacchetta et al, 2006[10];
Fuchizawa et al, 200712);
Gambineri et al, 2008P);
McMurchy et al, 201005];
Passerini et al, 2011[21]
Halabi-Tawil et al, 2009I35];
Patey-Mariaud de Serre et al,
200986 Gambineri et al,
2008091; Moes et al, 201081
Zhan et al, 2008(72]

Bennett et al, 2001173]; Wildin
et al, 2001[6%]; Nieves et al,
2004[74]; Taddio et al, 2007175];
Gambineri et al, 200801,
Kasow et al, 2011(76]; Otsubo
et al, 2011017]; d'Hennezel, Eva
et al, 2012015]; He et al, 20170771,
Griswold et al, 2018(78]; Zhu
et al, 2018152, Hoshino et al,
2019I60]; Bachelerie et al,
2019179

Tsuda et al, 2010016, Nademi
et al, 2014149

Myers et al, 20068]; Tsuda et
al, 2010016]

Levy-Lahad et al, 200108;
Wildin et al, 200106}
Banerjee-Basu et al, 2004181,
Lopes JE et al, 2006[43]
Xavier-da-Silva et al, 2015[30]
Tsuda et al, 2010116}, Barzaghi
et al, 201882]

Tsuda et al, 201006]; Ge et al,
20171831
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93
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96

97
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99

100

FKH Exon 11 c.1222G>A p-V408M Rubio-Cabezas et al, 2009126];
Hashimura et al, 2009144];
Wang et al, 2018132]

FKH Exon1l  c.1226A>G p-D409G Rao et al, 2007128]
FKH Exon 11 ¢.1227 1235del p-A409G Smith et al, 2016084l
FKH Exon1l  ¢.1227_1235del p-D409_14  Alkorta-Aranburu et al,
11del 20141851
C-termin  Exon1l  c1271G>A p-C424Y Lopes et al, 200614%]; Rao et al,
al 2007128]; Burroughs et al, 2007
[86]
Stop Exon 11 ¢.1290-1309del-insT ~ p.G430fsX2 Peake et al, 1996[87]; Wildin et
codon GG 2 al, 2001169, d’Hennezel et al,
20120151
Stop Exon 11 ¢.1293_1294delCT terd32TfsX  Bennett et al, 200173}, Wildin
codon 26 et al, 2002833]; Kobayashi et al,
2011171
PolyA PolyA c.™876 A>G Bennett et al, 2001[88]; Tsuda
(AAUAAA>AAUG et al, 20100¢); Nademi et al,
AA) 20141491
PolyA PolyA c."878A>G Dorsey et al, 20091891
(AAUAAA>AAUA
AG)

NA, not available; PRR, N-terminal proline-rich domain; ZF, zinc-fifinger

domain; LZ, leucine-zipper domain; FKH, forkhead domain.
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